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Foreword 

1 . Applicants' Amendment-After Non-Final Rejection, Information Disclosure 
Statement, amended claim set and amended specification, filed June 26, 2008, are 
acknowledged. With respect to Applicants' Arguments/Remarks in the correspondence, 
the arguments and request for reconsideration have been fully considered and are 
found to be persuasive. Rejections and/or objections not reiterated from previous Office 
Actions are hereby withdrawn. The following rejections and objection are newly applied. 
They constitute the complete set presently applied to the instant specification. This 
action is NON-FINAL. 

Instant claim 1 is amended and instant claim 18 is cancelled by Applicants' 
Amendment. 

Instant claims 1 and 9 are presented for examination on the merits as they read 
upon the elected subject matter. 

Information Disclosure Statement 

2. The information disclosure statement filed June 26, 2008 fails to comply with 37 
CFR 1 .98(a)(2), which requires a legible copy of each cited foreign patent document; 
each non-patent literature publication or that portion which caused it to be listed; and all 
other information or that portion which caused it to be listed. It has been placed in the 
application file, but the information referred to therein has not been considered. 
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Specifically, the references for DC and DD cited on Applicant's Form PTO-1449 
have not been provided, therefore, the references have not been considered as to the 
merits of the case. 



Claim Rejections - 35 USC § 103 
(New Rejection) 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 
nonobviousness. 



3. Claim 1 is rejected under 35 U.S.C. 103(a) as being unpatentable over Ross 
("Atherosclerosis-An Inflammatory Disease," 1999, New Eng. J. Med ., Volume 
340, Pages 115-126), in view of Jordan et al. (US Patent 7,090,865). 

The instant invention claims a method of treating atherosclerosis in a patient via 
the administration of zoledronic acid. The instant invention also claims the 
bisphosphonate can be administered locally. 
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Ross teaches that atherosclerosis is an inflammatory disease (page 115, column 
1 , first sentence) which is hypothesized to occur due to endothelial denudation or 
dysfunction that if left unabated will result in the formation of an advanced, complicated 
lesion. Ross teaches causes of endothelial dysfunction includes elevated and modified 
LDL, diabetes, hypertension inter alia (page 115, column 2, paragraph 1). Ross teaches 
the endothelial dysfunction injury results in the increase of adhesiveness of the 
endothelium, increase in endothelial permeability and induces an inflammatory 
response which is mediated by monocyte-derived macrophages at every stage of the 
disease (page 115, column 2, second paragraph). Ross teaches that oxidation of LDL 
and internalization within macrophages leads to the formation of lipid peroxides and 
facilitates the formation of cholesterol esters which result in the formation of foam cells 
(page 116, column 1 , paragraph 2). 

Ross does not teach that zoledronic acid is capable of treating atherosclerosis. 

Jordan et al. teach the delivery of a bisphosphonate into a macrophage causes 
apoptosis of the macrophage. Jordan et al. teach that a preferred bisphosphonate is 
zoledronic acid (column 7, lines 23-37). Jordan et al. teach that the bisphosphonate is 
administered to humans (column 15, lines 45-48). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention that since arterial macrophages play a key role in the phagocytosis of oxidized 
LDL which are transformed into atherogenic foam cells, that any drug which inactivates 
or kills macrophages will inhibit foam cell formation and accumulation of atherosclerotic 
cholesterol in the artery. One of ordinary skill in the art would have been motivated to 
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utilize zoledronic acid to treat atherosclerosis due to its ability to cause apoptosis of 
macrophages and would have had a reasonable expectation of success due to the 
teachings of the prior art. Therefore, instant claim 1 is rendered obvious. 

4. Claim 9 is rejected under 35 U.S.C. 103(a) as being unpatentable over Ross 
("Atherosclerosis-An Inflammatory Disease," 1999, New Eng. J. Med ., Volume 
340, Pages 115-126) and Jordan et al. (US Patent 7,090,865) as applied to claim 1 
above, and further in view of Duggan (WIPO Application Publication W098/31359) 

The instant invention claims a method of treating atherosclerosis in a patient via 
the administration of zoledronic acid. The instant invention also claims the 
bisphosphonate can be administered locally. 

Ross teaches that Atherosclerosis is an inflammatory disease (page 115, column 
1 , first sentence) which is hypothesized to occur due to endothelial denudation or 
dysfunction that if left unabated will result in the formation of an advanced, complicated 
lesion. Ross teaches causes of endothelial dysfunction includes elevated and modified 
LDL, diabetes, hypertension inter alia (page 115, column 2, paragraph 1). Ross teaches 
the endothelial dysfunction injury results in the increase of adhesiveness of the 
endothelium, increase in endothelial permeability and induces an inflammatory 
response which is mediated by monocyte-derived macrophages at every stage of the 
disease (page 115, column 2, second paragraph). Ross teaches that oxidation of LDL 
and internalization within macrophages leads to the formation of lipid peroxides and 
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facilitates the formation of cholesterol esters which result in the formation of foam cells 
(page 116, column 1, paragraph 2). 

Jordan et al. teach the delivery of a bisphosphonate into a macrophage causes 
apoptosis of the macrophage. Jordan et al. teach that a preferred bisphosphonate is 
zoledronic acid (column 7, lines 23-37). Jordan et al. teach that the bisphosphonate is 
administered to humans (column 15, lines 45-48). 

See the 35 USC 103 rejection at 3 for the rejection of instant claim 1 . 

Ross in view of Jordan et al. does not teach the local administration of zoledronic 

acid. 

Duggan teaches the use of non-limiting bisphosphonate compounds useful for 
the treatment of atherosclerosis inter alia (page 3, lines 18-23 and page 26, line 7 to 
page 27, line 6) that can be delivered locally in the form of a liposome delivery system 
(page 29, lines 13-17). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention that although Duggan does not each specifically mention the use of the 
bisphosphonate zoledronic acid, the phrase "non-limiting examples" of Duggan would 
have included all known bisphosphonates including zoledronic acid. It would have been 
obvious to one of ordinary skill in the art at the time of the invention that because 
Duggan teaches the administration of a bisphosphonate for the treatment of 
atherosclerosis via the same administration route, instant claim 9 is rendered obvious. 
One of ordinary skill in the art at the time of the invention would have been motivated to 
substitute zoledronic acid for those specifically listed in Duggan because of they are of 
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the same class of drug and, because of that, the local administration including 
zoledronic acid would have had a reasonable expectation of success. 
No claims are allowed. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JOSEPH S. KUDLA whose telephone number is 
(571)270-3288. The examiner can normally be reached on 9am-5pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sharmila Landau can be reached on (571) 272-0614. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Joseph S. Kudla/ 
Examiner, Art Unit 161 1 
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September 22, 2008 

/Sharmila Gollamudi Landau/ 
Supervisory Patent Examiner, Art Unit 1611 



